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LETTER TO T HE EDITOR 
Significantly Earlier Age at Onset for the HLA-Cw6-positive 
than for the Cw6-N egative Psoriatic Sibling 
To the Editor: 
Psoriasis is a common skin disorder with a co mplex genetic background. 
We have previously presented a large popula tion study indicating a 
recessive m ode of inheritance in our base of Swedish data (Swa n beck 
et al, 1994) . Psori as is is co nsidered to be a heterogeneous disease with 
three psori asis susceptibili ty loci having been reported so f.1 r (Tomfo hrde 
el nl, 1994; Matthews et a/, 1996; T rembath et nl, 1997) . T he latest 
report gives evidence fo r a locus within the human leukocyte antigen 
(HLA)-region, which is interesting because there is a well-known 
association between psoriasis and several H LA. Based on ca lculations 
of relative tisk after serologic typing, HLA-Cw6 is co nsidered to be 
th e primary association (Green et nl, 1988). T he presence of Cw6 has 
previously been rela ted to the age at onset of psoriasis, giving evidence 
for a higher frequency among patients with an early onset. Subsequently, 
two types of ps01i asis with di ffe rent age at onset and fi·equ ency of 
Cw6 have been defin ed (1-l enseler and Christophers, 1985) . Apart 
from age at onset, the Cw6 allele does no t seem to influence any o ther 
clinical parameter in psoriasis (lkaheimo el nl, 1996) . Because the HLA-
C locus cann ot be typed co mpl etely with serologic methods, we 
recently perfo rmed a polymerase chain reaction- based typing of a large 
group of £1 nlilies with psoriasis. T his typing co nfirmed earli er reported 
data but also fo und a markedly higher frequency of Cw6 among 
patients with early onset. With a higher age at onset the frequ ency of 
Cw6 was signi fica ntly lower and in the 'age group 30-35 th e fi:equ ency 
was approachi ng the level of our control group (Enerback eta/, 1997) . 
1 n order to further evaluate the significance of the Cw6 association 
in pso ri asis we have now examined the difference in age at onset in 
afrected siblings discordant fo r the presence ofCw6 at the HLA-C locus. 
In to tal, 535 persons in 104 f.1 nulies wi th two hea.lthy parents and 
at leas t two affected siblings were selected fi·om our large base of 
wed.ish data presented earlier (Swanbeck et nl, 1994). All fill11ilies were 
exa rnined d ini ca.lly by the sam e dermatologist (A.f. ) and venous bl ood 
sampl es were obtained. In the polymerase chain reaction-based typing 
we used sequ ence speci fi c primers (Bunce el a!, 1995). These primers 
amplify only a specific allele, due to exact matching to the nucleotide 
sequence specific for the serologic identity. T he primers were used 
together w ith amplificati on control primers fro m H LA-DRB 1. T he 
presence or absence of amplified. product was determin ed after agarose-
gel electrophoresis and visualized using ultraviolet iJlumination. In our 
typed material we fo und 25 affec ted sibpairs in 15 fumili e discorda nt 
fo r th e presence of Cw6 at the HLA-C locus. We tested the hypothesis 
that th e Cw6 positive sibling would get their psoriasis significa ntly 
ea.rlier than their Cw6 nega tive sibling. 
Table I shows the fiunilies 1- 15 where discordant siblings were 
fo und . Several £1 n1ili es contained more than one discordant pair, in 
these cases the average age at onset for the Cw6 positi ves and Cw6 
negatives was calculated in order to n1.ake only one compara tive analysis 
per fa mily. In the statisti cal analysis we used the nonparametric 
Wilcoxon signed rank test for paired observa tions. T he positive rank 
sum was 95 and the negative 25 . T he test indicates that the di fference 
fo und is statistica lly signifi cant (p "' 0 .025). T he average age at onset 
fo r the Cw6 positive siblings was 19 y as opposed to 26 y fo r the Cw6 
negative ones . 
HLA-Cw6 is a known param eter that influences the age at onset of 
psoti asis. T he three addi tional loci associated with psoriasis published 
so fu r have not yet been related to any specific clinical param eter of 
the disease. [t is therefore possible that the difrerent loci recently 
published could influence different characteristics of psoriasis, such as 
clinical type, sevet·ity, arthritis, or age at onset. E nvironmental fac to rs 
may also be of importan ce. In order to quanti£)• the importance of 
Cw6 fo r the early onset of psoriasis we now report a model where 
th e va riation of other genetic and environmental fac tors are reduced. 
Albeit discorda nt for Cw6, these siblings share genetic susceptibili ty 
for psoriasis and are li kely to have many environmental £1ctors in 
common. We now show that the Cw6-positive siblings have their age 
at onset significa ntly eadier tha.n the Cw6-negative siblings. T his 
fi ndin g further establishes th e role of an age-at- onset determining 
fac tor in the H LA region . 
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Table I. Significantly earlier age at onset for the Cw6-positive than for the Cw6-negative psoriatic sibling" 
Farni ly 
average 
2 
average 
3 
4 
5 
average 
6 
average 
7 
average 
8 
9 
average 
10 
11 
12 
average 
13 
average 
14 
15 
average 
N= 
Average 
T+ 
T-
Sum 
Cw6 positive 
Patient Age at onset 
200423 40 
40 
100405 33 
100392 34 
34 
100442 15 
100453 4 
200587 7 
200494 15 
11 
300005 20 
20 
100085 40 
100081 14 
27 
100102 25 
200324 15 
100265 18 
17 
200305 15 
200292 9 
200297 8 
200299 30 
19 
100306 25 
200369 7 
16 
100292 9 
100272 :1 4 
200333 18 
16 
22 
19 
Cw6 nega tive 
Patient Age at onset Diffe rence R ank 
200442 22 
100367 35 
200070 12 
23 17 "12 
100404 39 
39 - 5 4.5 
200524 25 - 10 8 
100454 20 -16 11 
200334 37 
37 -26 15 
300010 39 
300008 28 
34 - 14 10 
100090 20 
20 7 7 
100104 19 6 6 
100277 40 
40 -23 14 
100231 19 -4 2.5 
100236 14 -5 4.5 
200300 38 
38 - 19 13 
200374 20 
20 -4 2.5 
200371 12 -3 1 
100340 29 
29 - 13 9 
18 
26 
25 
95 
120 
11Using polymerase chain reactio n-based typin g with sequence-speci fic primers, 15 families with psoriatic sibli nbrs discordant for th e presence ofCw6 at the H LA-C locus were idcmificd. 
T he differences in age at onset were analyzed statistically with Wi.lcoxons signed rank test fo r paired observations. 
